Dopamine antagonist drugs have profound effects on locomotor activity. In 26 particular, the administration of the D2 antagonist haloperidol produces a state that is 27 similar to catalepsy. In order to confirm whether the modulation of the dopaminergic 28 activity produced by haloperidol can act as an unconditioned stimulus, we carried out 29 two experiments in which the administration of haloperidol was repeatedly paired with 30 the presence of distinctive contextual cues that served as a Conditioned Stimulus.
9 175 ascorbate/saline solution was used as vehicle. A delay of 20 min was introduced from 176 the drug administration to the introduction of the animals in the experimental chambers.
177 Procedure. 178 Four groups were arranged following a 2 x 2 factorial design, with main factors 179 Conditioning (Paired vs. Unpaired) and Dose (0.5 vs. 2.0 mg/Kg of haloperidol).
180 Regarding the Conditioning factor, those animals in the Paired condition received an 181 injection of the correspondent drug before to be introduced in the experimental context, 182 and an injection of vehicle before to be returned to their home cages; those rats in the 183 Unpaired condition received the vehicle before experimental context exposure, and the 184 drug after each session (and before to be returned to the home cages).
185
The experimental treatment started with a single 60-min. baseline session 186 intended to measure general activity of each animal without the effect of the drug, and 187 to habituate the rats to the new context (before this session each animal was injected 188 with vehicle). The next day started the context conditioning stage. This phase 189 comprised four 60-min sessions conducted on consecutive days. Those animals in the 190 Paired/0.5, and Paired/2.0 groups were injected with the correspondent haloperidol 191 dose before being introduced on the experimental context. Immediately after each 192 session, each animal was injected with an equivalent dose of vehicle before to return to 193 the home cage; those animals in the Unpaired/0.5, and Unpaired/2.0 groups received 194 the Vehicle before context exposure, and the drug just before to be returned to their 
206
Context conditioning. Fig. 1 shows mean activity across the four conditioning days 207 as a function of groups. As can be seen in the figure, those animals that were injected 208 with haloperidol before context exposure (Paired condition) showed a very low and 209 stable percent of activity during all conditioning days. Those animals injected with the 210 drug after context exposure (Unpaired condition) showed higher levels of activity that 211 decreased across days, probably reflecting a habituation process.
213

Fig. 1. Mean percent activity on conditioning days as a function of
214 conditioning, and haloperidol dose.
215
Percent activity was collapsed across each 60 min session. The animals had 216 received either 0.5 mg/Kg or 2.0 mg/Kg of haloperidol before (P: Paired) or after (U:
217 Unpaired) being introduced in the context-CS for 60 min. 231 p<.01; η 2 =.18, reflecting a progressive reduction of activity across days that was 232 restricted to those animals that received the vehicle injection before context exposure.
233 No more interactions were significant (all ps>.06).
234
Test. Fig 
290
Since this result not only fails to support our initial hypothesis, but also goes in 291 the opposite direction, we designed an additional experiment to replicate it, and to test if 292 a manipulation that typically affects to the CR affects to the predicted increase in 293 locomotor activity (an extinction procedure). Therefore, in the following experiment, two 294 groups were used that received exactly the same treatment described for the Paired/0.5 295 and Unpaired/0.5 groups in Experiment 1, but four free-drug test trials were 296 programmed in order to evaluate the effect of an extinction process on the CR. 302 Mean weight at the start of the experiment was 339 g. (range 459 -266). The animals 303 were housed and maintained as described for Experiment 1.
304 Apparatus, materials and procedure. 305 The apparatus, materials, and procedure were the same described for the groups 306 Paired/0.5 mg/kg, and Unpaired/0.5 mg/kg in Experiment 1, except that four free-drug 307 tests trials, instead of one, were conducted after conditioning stage.
308 Results.
309
Baseline. Mean percent of activity on the baseline day was 47.37 % (Range: 25.82% -310 65.67%). A one-way ANOVA conducted on mean percent activity as a function of 311 Groups revealed that the differences were non-significant (F<1).
312 Context conditioning. Fig. 3 depicts mean percent of motor activity collapsed across 313 the 60 min for the four conditioning days as a function of Groups (Paired vs. Unpaired).
314 As can be seen in the figure, the rate of activity was low and constant across the 315 conditioning days for the Paired Group. The animals in the Unpaired Group showed a 316 high percentage of motor activity that decreased across conditioning days reflecting the 317 habituation to the contextual cues. 
391
In view of these results, we can conclude that the repeated pairing of a neutral 392 stimulus (in our case the experimental context) with the administration of a 0.5 mg / Kg 
408
A second possibility that has been proposed to explain the conditioning of 409 locomotor activity is related to the rewarding properties of dopaminergic agonist drugs, 410 which, after being paired with the context, would allow the latter to evoke approach 411 responses that would be manifest during the conditioning test as an increase in 412 locomotor activity (44,45). This account, which links the association between the context 413 and the effects of the drug with a reward-related incentive learning process, takes into 414 account the rewarding value of the drugs that have usually been used in these types of 415 experiments (such as amphetamine, apomorphine, and cocaine), which is a 416 consequence of an increase in dopaminergic activity in the mesotelencephalic reward 417 system (46). This hypothesis, however, could not explain our results, since the drug 418 administered was a dopaminergic antagonist that has no rewarding action (47) and that 419 has even proven to be effective in blocking the reinforcing value of certain stimuli or 420 drugs with hedonic value (48,49).
421
A third account of the origin of the increase in locomotor activity observed after 422 pairing the context with a drug can be established in strictly Pavlovian terms, based on 423 the assumption that the CS is a stimulus that acquires the same properties as the US 424 and, therefore evokes the same type of responses after the conditioning process (50,51,
